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Investigation of radio-resistant mechanism of well differentiated adenocarcinoma
using a primary culture system, CTOS
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We examined the effect of stem/differentiation status on radio-sensitivity
of well-differentiated colorectal cancer using three-dimensional culture system, CTOS (Cancer
Tissue-Originated Spheroid). We found that the stem/differentiation status of colorectal cancer CTOS

was highly fluctuated by the difference in culture conditions or the stimulation of mechanical
disruption. CTOSs with high Wnt signaling were resistant to X-ray irradiation. Pre-treatment of CTOS
with HDAC inhibitors resulted in the downregulation of stemness genes and enhanced
radio-sensitivity. These results indicated that HDAC inhibitors could be a radio-sensitizer for
colorectal cancer though attenuating the stemness of well differentiated adenocarcinoma.
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